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(57) Abstract 



Novel N-benzyldioxothiazoIidylbenzamide derivatives represented by general formula (1) which improve 
insulin resistance and have potent hypoglycemic and lipid-lowering effects, wherein R 1 and R 2 are the same or 
different and each represents hydrogen, lower (C|. 4 ) alky!, lower (Cm) alkoxy, lower (Go) haloalkyl, lower (Go) 
haloalkoxy, halogeno, hydroxy, nitro, amino optionally substituted by lower (Go) alkyl or a heterocycle, or R 1 and 
R 2 may be bonded to each other to thereby form methylenedioxy; R 3 represents lower (Go) alkoxy, hydroxy or 
halogeno; and = represents a double or single bond. 
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* *H NMR (d { -DMSO) , 6 : 2. 86 (6H, s), 
3. 94 ( 3 H, s ) , 4. 38 (2 H, d, J = 5. 9Hz), 6. 69 (2 H, d, 
J=8.8Hz), 7.18 (2H, d, J=8.8Hz), 7.28 (1H. d, J = 
7. 9Hz), 7. 74 (1 H, d d, J = 2. 2, 7. 9Hz), 7. 78 (1 H, s ) , 
7.95 (1H, d, J=2.2Hz), 8.59 (1H, t, J=5.9Hz), 12. 
30 (1H, b r ) 

mnmn 

N — (4 - h V yfolrut f 5*40 - 5- (2, A - 'J* 

* V * T V V i? > - 5 - W * 9- ;U - 2 - y h * K > XT 5 K 
N- (4-h'J7^*o>f ;K > 5? ;U) - 5 - ( 2 , 4 - *J * 
+ 7f77'J ^>- 5--f 'Jf» / ^;u- 2 -y h + ->^>X7 
S K ( 5 0 0mg)*x^.y -;U (70ml) fcMU 3. Okg/cm 2 

tC7j<mi[lQffT10%/<5 A/j^Jg (5 0 0mg) TzkJMbLfco Kifcifc 
*»iBx ««ILig|®«i**> U *yjl/*5A^> ^7 7 4 - (Jg 
lil&Jft *^b^ f- u > : ^ * y -;i/ = 50 : 1 ) X'ffiWl L> g#Hb£ 
I^UT 4 03mg (80%) #fc 0 WLKZO t>0^^i^;l/i> 
bSi B B B L, *K&t&*il£ Lt«J!LfcBWft6*4»fco MA 
1 7 6. 0- 1 7 7. 5 XJ . 
TCat^tFfM (%) : C 20 H n F 3 N 2 0 4 SHt 

C H N 

tfKcfi 54.7 9 3. 9 1 6.3 9 

mmm 54.75 3:84 6.40 



WO 96/38428 



PCT/JP96/01459 



2 1 



[*7] 



WO 96/38428 



PCT/JP96/01459 




WO 96/38428 



PCT/JP96/01459 



2 3 

N — ( 4 — h U 7;l/tn^ - 5- (2, 4-^* 

* Vf T'/'J 5 --OU) y f-;b- 2 - t Ko + «>OXT ^ 

K 

N — (4 - h 'J 7)\s*u* f-frOifJl) -5 - (2, 4 - 
+ Vf77'^>-5-f;l') 2 h + v/'OXT; K 

( 8 0 0mg)O*ft7j<lifb^f-U> (30ml) Hj^^JC T ;b K 

r-r x-r-tr h >^£pm^T. 1. ^N^.m<t^^m-mt/ * 

\s>mm (2. 20ml) £v$>o < ?)lTL/Co lit 6 B^F^^J^ L 

7§£g i&ft^ f- U > : ^ ^ 7 -;l/ = 40 : 1 ) TfffiffiTU gfflftl^ 
^gii LT 618mg (80%) Utz 0 - <D h <D £ ? J - )\, - tK*> h 

1 4 6. 0 — 1 4 8. 0 °C 
5bmftVrm (%) : C 19 H 15 F 3 N 2 0 4 SiLt 

C H N 

M-JMt 53. 7 7 3. 5 6 6. 6 0 

mmm 53. 92 3. 88 6. 49 

Hftfeffll50 

(-) — N — (4-F'J7;l/tnyf;K>-?;l/) - 5- (2, 
4-^*Vf7 1 /'J^-5-'f^) yf^-2-Ah + ->'<> 
XT 5 K 

fli!WJ39-ef# t>*i/c (±) -N- (4-hU 7^d^ 
^ ;U) - 5 - ( 2 , 4-^t+Vf77'J^>-5-^W 
-2-^ h*i"<>XT I Kl. 00g^P^Ji^;U20ml(CjtJDl^^^L 
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tz 0 #£P&. L (-) -7x^f;l7;> 0. 2 7 6 g —jIFbI 

0. 7 5 3 g CD L (-) - 7x^f;l/7 ^ GfeKJttt.il £ Lti 

fc 0 Micfi^^if-;U-eWi^a^tf -#H 0. 142g£;J;tfH#ll 
0. 0 9 08 g*#fc o »ja 191-193 °C. MUm. [a] „ =-87° (C 
= 0. 24, THF) 

TtmftVrm (%) : C 28 H 28 F 3 N 3 0 4 SHT 

C H N 

$fWm 6 0.1 0 5. 04 7.5 1 

mmm 60. 24 5. 05 7. 43 
-mmtLxm^ntz 0. 7 5 3 g£*#T\ lnmmwtemz.^ . 

& 1 94 - 1 9 5 °C. m^tm Ca] D = -100 ° ( C = 0. 24, THF) 

Ttxamm (%) : c 20 h 17 f 3 n 2 o 4 sht 

C H N 

If nm. 5 4. 7 9 3. 9 1 6. 3 9 

mmm 54.72 3.90 6.35 

y 3 muzmm, ?r#t\ i?7';^>-x-f^M 0. 2ii& 

JD*... 5^fllM^is iS8E*«EEe:fcLfco jEJcMBEs^ffltf 

; : -f V^d/nV -;U= 7 0 : 3 0. #Si£ ; 1. Oml/min, 

; A =. 2 3 0 nnw ^iBtPsI ; 22. 31min) ICT#^*fiK*a!l5£ 
99. 2%eeT£> o fc 0 
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( + ) — N — (4-h l J7;l/tayfM>v?;l/) -5 - (2, 
4 - 4- V T '/ U i? > - 5 - -f y ^ ;b - 2 - ^ h + i/O 

HB^J39Tl#t>tlfc (±) — N — (4 - h U 7)VHrut f-;K> 
^ ;U) - 5 - ( 2 , 7VJ > — 5 — AO ^ )V 

F + i/K>X7; Kl. 00g*D ( + )'-7x^H75 > 

icxmmm^tmm^^m^ff^, d (+> -7x^w; > 

It-ti 0. 7 4 2 g> — #H 0. 143 g ^ =#^ 0. 05 8 7 g£6fe 
P^iLT^fCo ife,£ 191- 193°C. JSeftS [a] D =87° 

(C = 0. 24, TH F) 
5£3&#tJHi (%) : C 28 H 28 Fg N.j 0 4 SiLT 

C H N 

»H**t 6 0.1 0 5.04 7. 5 1 

nmm 59.95 5.19 7.49 

W££H. efe*&^B^i LT@6U^ 0. 510g*#fc«, 194- 195 
X\ Jg^S [a] D = 100° C C = 0. 24, THF) 

jtmftmm. (%) : c 20 h 17 f 3 n 2 o 4 sht 

C H N 

rf-^fit 5 4.7 9 3.9 1 6. 39 
num. 5 4. 88 4. 0 3 6. 4 2 

Mfc^U o v h/57>(~ 5 A ; +7;i/-fe;l/A D (^V 

-tr;U) . *gtt$7§£g : > : >f V^d/nV - ;U= 70 : 30> ; 

1. 0m l/mi ffliJ^&M ; A =■ 2 3 0 nnu fllj^BfRg ; 3 0. 6 4min) \ZX% 
^M^£fc'J5£9 9. 2%ee-e*>o/c 0 
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